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conqmsing aknown sequence and a sugar and base free photoactivatable cross-linking 
agent, which when said probe sequence is hybridized to said target sequence, upon 
photoactivation forais a covalent bond between said probe sequence and said target 
sequence, said method conq>rising: 

comWning, in a hybridizing medium, a nucleic acid san5)le con^Jtising 
said target and said probe under mild stringency hybridizing conditions for a 
time sufficient for said target and said probe to hytMidize; 

irradiating said hybridiziag medium to form cross-links between said 
probe and target sequence to which said probe is hybridized to from 
cross-linked donble-stranded nucleic acid; 

separating nucleic acid in said hybridizing medium by denaturing 
electrophoresis and comparing the migratofy rate of said cross-linked 
double-stranded nucleic acid to a known mismatched or matched cross-linked 
double-stranded nucleic acid standaid, whereby the presence or absence of said 
at least one mismatch is determined. 




5. (Amended) A method of detecting the presence or absence of at least one 
mismatch between a nucleic acid probe and a nucleic acid target, wherein said probe 
and target have sequences which differ by not more than five nucleotide base pair 
mismatches, said target sequence comprises a nucleic acid molecule of from about 25 
to 300 nt and said probe conqjrising a known polynucleotide sequence of from 1 5 to 50 
nt and a sugar and base free photoactivatable cross-hnking agent, which when said 
probe sequence is hybridized to said target sequence, upon photoactivation forms a 
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covalent bond between said probe sequence and said target sequence, said method 
con^rising: 

combining, in a hybridizing medium, a nucleic acid sanq}]e comprising 
said target and said probe under mild stringency hybddizing conditions for a 
time sufficient for said target and said probe to hybridize; 

irradiating at a wavelength in the range of about 300-400 nm said 
hybridizing medium to form cross-hnks between said probe and target sequence 
to which said probe is hyteidized to cross-linked double-stranded nucleic acid; 

separating nucleic acid in said hybridizing medium by denaturing 
electrophoresis and con^aring the migratory rate of said cross-linked 
double-stranded nucleic acid to a known mismatched or matched cross-linked 
double-stranded nucleic acid standard, whereby the presence or absence of said 
at least one mismatch is determined. 



10. (Amended) A method of detecting the presence or absence of at least one 
mismatch between a nucleic acid probe and a nucleic acid target, wherein said probe 
and target have sequences which differ by not more than five mismatches, said target 
sequence con?>rising a nucleic add molecule of from about 25 to 300 nt and who-ein 
said probe comprises a known polynucleotide sequence of fit>m 15 to 50 nt and a sugar 
and base free photoactivatable cross-linking agent, which when said probe sequence is 
hybridized to said target sequence, upon photoactivation forms a covalent bond 
between said probe sequence and said target sequence, said method con^jrising: 
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combming, in a hyteidizing n^um, a aucldc acid sample comprising 
said target and said probe under nrild stringency hybridizing conditions 
equivalent to a temperature in the range of 25 -70X and with 0. 1 -1 .5 M 
sodium for a time sufficient for said target and said probe to hybridize; 

irradiating at a wavelength in the range of about 300-400 nm said 
hybridizing medium to form cross-links between said {ffobe and target sequence 
to which said probe is hybridized to from cross-hnked double-stranded nucleic 
acid; 

separating nucleic acid in said hybridizing n^dium by denaturing gel 
electrophoresis and con?)aring the migratory rate of said cross-linked 
double-stranded nucleic acid to a known mismatched or matched cross-Unked 
double-stranded nucleic acid standard, whereby the presence or absrace of said 
at least one mismatch is determined. 

Remarks 

Claims 1-1 1 are pending, and stand rejected. Claims 1, 5, and 10 have been 
amended. Support for the amendments can be found at p.9, lines 25-33 of the 
specification. A marked-up version of the changes made to the claims is attached 
hereto as Appendix B. The attached page is captioned, "Vcrffion with m«ridngs tQ 
jihnw changes made ." Appendix A is a copy of the current claims has been attached 
for the Examiner's convenience. Favorable consideration of the following comn^ts 
relative to the outstanding rejections as they may apply to the present claims is 
respectfully requested for the following reasons. 
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